^ Searching PAJ 



Page 1 of 1 



PATENT ABSTRACTS OF JAPAN 

(11) Publication number : 09-169709 
(43)Date of publication of application : 30.06.1997 



(51) Int. CI. 



C07C217/64 
A61K 31/135 
A61K 31/38 
C07C3 17/28 
C07C323/29 
C07D333/16 



(21) Application number 

(22) Date of filing : 



07-333248 
21. 12. 1995 



(71) Applicant 

(72) Inventor : 



TAISHO PHARMACEUT CO LTD 

NAKAZATO ATSUO 
AIBE IZUMI 
TOMIZAWA KAZUYUKI 



0H2-Y-RJ 



(54) HETEROALKYL-SUBSTITUTED PHENYLALKYLAMINE DERIVATIVE 
(57) Abstract: 

PROBLEM TO BE SOLVED: To obtain the subject 
derivative having an antipsychotic action without 
causing extrapyramidal disorders, and useful for 
treating schizophrenia, cerebrovascular disorder, 
and trouble behaviors on geriatric dementia. 
SOLUTION: This heteroalkyl-substituted 
phenylalkylamine derivative of formula I [X is H, 
a halogen, etc. ; Y is 0, S, S02; Rl, R2 are each 
H, a 1-7C alkyl, etc. ; R3 is a 1-5C alkyl, etc. ; 
Ar is phenyl, thienyl, etc. ; (n) is an integer of 
2-5], e.g. l-ethoxymethyl-2-[4-methoxy-3-(2- 
phenylethoxy) phenyl] ethylamine hydrochloride. The 
derivative of formula I is obtained e. g. from an 
aldehyde of formula II as a starting raw material 
through a condensation reaction, a hydrolysis 
reaction, a decarbonization reaction, a Curtius 
rearrangement reaction, a reduction reaction, etc. 
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mm I ] ^ 

Uti] 



p-(CH2)^-Ar 

(CHaX„-CH-N:^2 



•^S 3 7 (^7 ^ 'US yj t^^i^^SS 3-7 cc-r 
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S. ^^)^^^ 3 7 (07 ^l- ^/ }im 7J t^SEi^lft 3 

0>7>^+.'L'SXi*7 * :i^;l/e'CgSa5nfc.^^.ili^& ! 
[0009] :*:^^CCfe^i^C> ^'^OY^W.^^tiitV 

m^n 1 5 cc' 7 3 ^ t^g i ttit§a}^xi*9a§stt^<^ 

•bg. VJ?P'/uejU>*^^l/Srjrrc^^o 

3 - 7 <7>r .'U i'* ^ .'I'S i k*itiM«Xi*^>fti^.W«:' 7 .•L' 

:^>Pgi:'ab*J. :ft:<t;lJ^2-'7*P^:^^PS, 3->^*;U 

itmm:^immm<^7 .-ug^c^ 
07 .'i^Si tMiKtt. f^mi^JLictimoyrM ^ .'US 
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[0010] 



(3) #1^3^9-1 69 7 09 

4 

S. gJ^i^^S 3 - 7 or ^ ^ .'Ug 3 
f^f). R\ R^ R\ X, Y. Ar. m^.O'ti\m 

[ 0 0 121 
lit3] 



14J 



1^1 



<chjWch=c' 

[6j ^O^f** 




XiSC 



1^1 



1^1 



fCHj|^-CH-N=CsO 



fltl 



12} 



[ 0 0 13] r^p-rb r ( 3 ] d^u>e>:>x;^f*,'U 
i^n^o :^^i'5f^>B [9] km'Mmi<^^nxK^^i^}i'f- 

c„ S^9 4^, IS6 2 0 3P (197 2*) , J^Prakii 
scheChewie, WbO^, ^2 7 51 { 1 8 94*) 

[0014] XHA : r}irt K [ 3 ] i va^KVx 



50 
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[ 0 0 1 5 ] XflB : TmUi>f7}l^ymJ-^^>i^ 

10 

[ 0 0 16] XfiC : t>:^?^H<>®x;^f^,'U [ 6 ] I*. 

iir^^+jb^t^^^'bM^^ r [7] isjcsi/. 

t/:^;l.i<>Kx:^7^,'U [8] ^j^l^:*m^o CCT'^^fg 

1 0 0 1 7 ] XfiD : i>m».i>t;)l^>:ym^-^'^>i^ 
[8] '$:iSRj6i<:i^iS«ivSsS*. ag(5C'i?ST. ^S*- 

2 5 0 'c, fif s u < \tb 0 x-^ 1 5 0 xvmif^mk. 

A. ^m(t:^'j^A. *|^^{b«J?"i'A. mSi^')'^^^ 
[ 0 0 18] ^i<>X. CCr:'^«iftt>*^t'JK>©?:R{£CC 

o<kti 0 •c-' 1 7 0 viamo^ ^mtu. :^?>n<> 

%V - fjr i:or, y 2 * V ^^X'^h ^0 

[ 0 0 19] XflE : :^>^#>K [ 9 ] 

* . 4 0 - 1 & 0 Vi^cimr^ ctic^j), r t.oirt> 
r?:^-So. '{vurt-\^ [10] ?:ii^o ccr-a 



^$^¥9 - 1 6 9709 

[0 02 0] ^fc. <!^^mi7&i (Orqanic Svmheoes, C 
ol,Vol,III. 1^8 4 61, ( 1 9 55^) utiae^) 
0c^:^^CC, ^}\^yt^>m [9) ^?P.^SES^*feJXvm»^D 

0 ] -mhM. 

[0 02 1 ] XflF : -rvt'Tt-h ( 1 C}]kt7i\^^ 
1] 5:4;i4o CCtrr^l/rs-^'bik*. 

}i7>\^:2--)irj.^vh^, ^tc. XfiEccfetr^rS£S?§ 

«<L U rilBr 3 - .'U 5: l^l^T ht . 7 7 Vm 

l^^C'^'V^>rt-h [lO]<S:ig*U. 

A KKxA-T^^I. [11] ^4;l^o 

[0022] XflG : ijA^^'^l KKx;^r,'U [ 1 1] I* 

x-^jL/, i>t^^y, §f^:F,^)l. i,^i7pD> :5?>, 

[0023] mi^. xmx^yi>}\^7)i^--}i^m^^ 

1 0 0 2 4] }l- V 2 ^Om^^^7 

1 0 0 2 5 ] 
liU] 
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7 S 



|6| CO2R* iiqCO 
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CH-COfeR* ***^^lCHf)„— CH-COgH 



1151 PI 



XSE^ XSF^ XBG^ ^, 



[ 0 0 2 6] Xm\i : t>t}}\^^s>mx^:^T}l [ 8 ] <^>*l! 

rh^fcKP:?^>. i^lT^^vi^x- 
[0 02 7] Xlil :^/;^?.'li<>i^^[l2] %S 
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[ 0 0 2$] Xfi J : 2 -glar tOl^Kxx^;!. [ 1 

-7" p 'vV ^'U >^ <?>T }l:p — }l^^, * ;U X - ^,'1^ , 
r h^b KD7 7>, 1 ,2-:'^> r^^i-'X^VJyi'O!:' 



CH£-Y'-R3 

[2] 

1 0 0 2 9] XfiK : WmB^Xlt^ tOW.'f-'Smf7)l 
^g-^r,'L.^^^r'g5a$n/<::^,'H<>i^^ [9] 

[ 0 0 3 0 ] ^i^^XXm . F . GilSJtlOCl/CBSSJS 

$n)fc'7:*:^ji'7.'i^^,'ir 5> [2] ■J!>miE>n^. 
1 0 0 3 1] - h 3 mmw.'^^m 7)1^ }ix'm^ g 

[0 03 2] 
[ib5] 
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(5) 4fira¥9- I 69709 

9 10 



H2N-9H 
m 



X-^l + RaCONH-CH-CQaR* 

n7] [2(q 



(21) COgRS (221 



[ 0 0 3 3] mmw.T^m7}i^}ix'mi^^nfcy 

K [ 1 7] i. 7^/^n>B^:>x-;^^Jl [ 1 8] ir 
K (19] J:0jg^$n^7V-Ur s /^P 
^Kt^jLAr^l' [2 0] €:S^E$i^^C^ffE>n^7i'^'^r 

6] ^c^$n^$i^^ffc^Wi6n>So 
[ 0 0 3 4] xiiL : r^i^^t r [ 3 ) ♦1!s:>?^01:^i 
^5>n-&'7:l;::^;^7.'^^J^'•^'7'Y r [ 1 7] 71/^ 

P>|^VxA^^I/ [18] irv,'L^^'^'7'Y K [ 1 9] J: 

^mmnhri-nir \^-7u>m''^^rii ( so ] 

0. 7t/.'t'r 5 /-^p^l^^^^^xAr^l- (2 1] 



u^A. t'x ( h 7 s r^^'j^^A^fi- 

r-^^o S^C^X. X^aD<J;FJlitCl/C7i^,'L'r 5 /^a 
yW:^'j.y^r>i^ [2 1] ;^'6N-rt^^^r^yi5 (2 

30 2 ] ^ff^o 

[ 0 0 3 5 3 XHM : N - 7i:/.'l'r S [ 2 S ) 

>SI4?§«S43, jiTci/. r5/r;i'2->^[2 3] ^ff 

[003 6] XflN : 75 ^7.'L'=?->U [ 2 3 ] T 
40 im^S^^. i£§<^ffST. ^>^P y^itft'^ife [24] 
tm^^it. iJj^J1^^^7*:^;b7^l'+,'bTS> [1 

y->v, ^ v:/*p.>^v-^^v<!;<^7-^^'2- 

•fe'^'tim^ib^k^^, N,N-i^>^^.'l'^^^^A7^ K 
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n 
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^ h:^?>J'5A'^i"C^>'2>. * [0 03 81 

[0 03 7] ^t^-M so.^mr .*i^>\^X'^mn [ib6] 



CH-NH-C-OR« 



XBO 



[271 0 



XlfG 



P-(Cl-y„-Ar 



o o 

[25] 



[ 0 0 3 9] XfiO : S ( 2 6 ] (?>ft^1^^. SJt>tc;F 
>SI4^^@«^4i. Kfb»JiSff^$1i^<L^ [27] o::'ft^ 

}V- h5 



)!<t?^'So iiiC^rXfSGi|5j»tCL.t:. ^[27]cC'(t^ 

6 s o , s w r 1^ I' t?g)ft 5 n A: 7 a; ^ • u r 
[ 0 0 4 0 ] >i^-'Vb zmri> [sal mnmr 

^> [2 9] (O^^ 
20 [004 1 ] 

[ib7] 



m 



I31| 



H 



[ 0 0 4 2] Xff P : 1 ^7 ^ > [ 3 0 ] li^>^py>^k 
[3 1] iaS0fi?55ET. m^i<:;r>£j4'tj:S«g 
0 1 5 0 «f t < 9 0 'cr-. SBSisi 
-4 0feij^rST^c:icccr:o. -*#fe0j{t^®?f^^2.m 
r5> [26] S:D'38a7$> [2.9] ^^-K^, cc 

rvNO>/>ftit^«9 [31)^1 aSffiC*feli^k3:2i6R 

r5> [28] ^^mTumc^^. ^'^py>ftffc^«3 [3 
i ] ^1 ,^m&mi*'tcm^\tzmT ^> [zs] tz 40 

®7 5 > [ 2 9 ) -''^D >/>fkft^i*? [31]^ 

2^SW±^c^:^di'^l*3^r ^ > ( 2 8 ] mM^i^c 

[0043] 50 



1 0 0 4 4] 

[ 0 0 4 5 ] 1 

1 -x^4^i/>^.'^-2- [4->' h^t/-3- <2- 

( 1 ) 4 h4^t/-3- (2-'7a;j:.Jl'Xt-*i') 
>X7.'l'rb K5 1 ,3 tf > ^P>Ki>^^^^i'2 6 ,4 
gr . 7' t» U 7 0 i'RU&m 1 . 2 0 «r-N>-fe'> 
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U feo C (D^m^ ^V^0 e}lx^ - r - i> ^ D D 
>*3?:^J:*msSS^'> 3- [4->* h=^^i/-3- (2- 

.'ur y ^.'i e 7 , 2 ^t^fco m , p , i o 4 , 7 

[':)04 6] (2) 3- (4-->f h=^:'''-3- (£-7 

r ^ 'J ^ ^1^ 6 6 , 5 tr -^rSf i^^x * ,'1. 3 3 0 m ! 

5^^Pd/C3,3 3g^*lJ;i. *^<^©iRiO^ 
ih^ -SIS r'*SiJ5lJD«r 4 0 Xvnti: r>fCo 5 % P d/C 

-3- {2-7x:^,'Uxh=*^V> ^xiJL'] r 

[0047] (3)6 0%*^(k:f h (fett) 
m<^. tt3- [4-->f hti'''-3- <2-v*^->Pxh 
K>^''l' 1 0 ,4 trC' 1 V ^'>x^j^> 1 Om I 

h»j'5/vclg:ljlt., ggmiJ^i*55flU. $^ 

\,>xmi^m.Tismi^xt^2-j- v =^t^>^ 2 - 

[4-->v* h+i''-3- (2-7 

[0 04 6] (4) tt2-x^+>>>^^J^-2- [4- 
h*S/-3- <2-vx^,•^x^4^S.'> ^^t^^n ^ 

D 1 5 0 xv2mmi^(.^. a 2 - X r 4^ * 

il'Z- [4->h4^V-3- (2 ^.'bxh^ 
[0049] <&) fi2-xh^>:/^'^'U-3- [4- 



(S) 1$^3¥9- 1 69 70 9 

3,11 gjSt>'S^'7x^Jl7|?X4'vL»'lrt^K8,4&tr^ 

y ^? 5 5 m! . 1 9 B#ra?«^ig?jfeL/^Co JS 

{rt-^4^'*7-> : BlfKx^>l'=20 : 1'^ 
4:1) tcrSil?*./. ^4^1f>J:0mS«m(./. N - t - 
y h=t^t'':'7,'l'?*<:J^,'l'- 1 - Xh+W^,il'-2- [4- 
>^ h=rs/-3- (2-7x^,•^X^4^^') 7 X 
10 *^P7^>7,1 3g?:iiA:o 

[ 0 0 5 0 ] fift, p , 1 3 4 ,0 1 3 6 ,0 U 
[0 05 1 ] (6) N - t r^^^:^'L.i<2t>|.- i - 
j:h1^V>*?'^^-2- [4->^ l'^^'-3- {2-'7:*; 
:i^|/Xh^*/> 7 x^^'brs^e , 1 7 t'O-^ 

>?ug[>'^->2 2m I (Djgigtc ^ '^^l^^t PfflPK&in ! 

Alo ^?i^««Emim. t>5?pa>:$?> V 7- p 
20 bVl'X-'?,'U,r:Offii^ill'. 1 -J- h=^^i^^*9'-'^-2- 
j.^^'i^rs >aKS^4 ,7 3tr^?t"co 
[ 0 0 5 2 ] ffi , P . 1 2 4 ,0 1 2 6 ,0 U 
[0 05 3] ^nd«2 

I - <2-'rv':?*Dejl.^:f^^*,'U> -2- [4-->^^ 

( 1 > ffl3- [4->* t-^>-3-' <2-'7*:i;i.J-h 

30 ^.'L' 7 6 , 5 t^C'^ / -^^SS>i53 5 0 m ! cc*K 
fk^ -5 a , 4 3 g<^*?§ig I 0 m ! ?:^Siai4^T 
1 Of^&irii^lTU. M^cSStT'l .5B#SS»f£»<./fco C 

[ 0 0 5 4 ] C CC'^jttC 3 7 l> >7K?gig 1 7 , 
4 ml. ^ 'Jjc^JUr 1 ,am ! ^?WA4BSfe1}« 

'iSi^bXUZ- [^-^V^U-d - <2-'7xi.«Ux 
6 3 , 1 g fco C<Otaffc'&133i*tSiaiir^^::XCOXfi 
[ 0 0 5 5] < 2 ) tJIS - [ 4 h =1^1^-3 - < 2 - 
>Kx*,'b8,l 0gc::'>'^^^-^l'^?lS5 0iw ! tc>rv 
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[0056] <3) ti2- (2-'YV:/ab\'U^:f>** 
Jb) - 3- [4-->f h+S^'-3- (£-7:A:^;^X^^ 

>Sig 1 2 0 m 1 tc 2 0 %iM©5 0 m 1 4Sm 

Ig^lIgiJ^jrSlsfll.. ii^(<^Ti*?fi^i©ET?*ail'^Ctfi2 
- <2-^y::^oe,'U*;f>*jU} -3- [4-> 

>Ka ,0 a ^^^mc, aomt^^itnmnC'^xco 

[ 0 0 5 7] < 4 ) !fI2 - < 2 - ^ v:/c! b\-b^7h>» * 
V> :/Db*3|->K7 .6 3 i^^l^fe^K^ 

-"?'h^^/:^^i'?f^^.'i'- 1 - (2 vyae^p^jf-^* 

- 2- [4--^* h^l^i-'-S- <2-'7:i;X>|.Xh 
4^i'> x*jur 2>1 .5 9 tr^fifco m. 

p ,8 ! .('"-S 1 ,5*Co 

[0 05 6] <5> N- t -:^r+t'':^.'H<:f^^^- 1 - 

-3- {2-':?i:^,'Uxh=^t^) j-9>i^ri 
>3 ,0 0 g^*tepi| 1 i^) ( 6 ) ill-litC^JiO, 
/'->l^"'^y:/nb\'l.x-^,'lJ:0?l$Se^l/. 1 - (2 
-Avy'^\C>V9^j^'^>i^) -2 - [4-->f h 

Kig2,5 4£r^?i3f<:o 
[0059] m,p,96,0--l 00,0*Cp 
[0 06 0] *»iii^3 

1- (2-'lV:::^Db\'b;^/U*::i,'U^^,<L') -2- [4 
h^S/-3- (2-:^:»;:i,'UJ-htV> yx:^}\^] 

(1 ) N - t 1 - {2-'^'V'7^ 

Pf}l'^:f^^}l) - 2" [4'^h^i^-3- <2- 
'7x^;Ux h ti-^) '7*x^l.] x*-»l/7^ >2 4 6mtr 

PDieSm#i?e2 6 4 mg ^*D;i. 1 BSr^f^^U 



(S) 4$^¥9- 1 697 09 

16 

> tpKx*^^=2 0 : 1 : 1 ) ICXnUb. 

- ( S-'l v:^ob\'UA>l':t^:^.'L'->^^^^) - 2- [4- 

h=i^^>-3- <2-'7A^,'^x^=^^s.') ^^^^t-] x 

*}17^>\ a3mer^ff:ft:o m.P . 1 2 9 ,5-^ 1 3 
1 ,5U 

[0 06 1 ] (2) N- t h^t^:^?Jli<:^^l'- 1 - 
<2-'YV'7"ct\'UX,'l/4'-^.'l'>*?'^^) - 2- (4-->f 

10 5 > 1 .8 0 ?:*tfeiM 1 © ( 6 ) iFJ«IICC4?LS 
. / - ^ V y'u f X - J: ^^S^ 0 , 
I - <2 -'YV7*Pb*;b;^>P1^x'L^>f Jb> -2- [4 

h+i/-3- {2-7A:t«Uj:bti/> 
:Lf>\,r^>im^l .5 6 tr?:fi/i:o m,p ,! 2 5,0 
-1 2 6 

[0062] ^s£«4 

N-'/Db\'b- 1 - (2 -':^Db%'b^7r>**;L.> - 2- 

20 1- <2--YV'/Db*,'L'^7hpf ^jU) -2- [4--^*^ 
r s>aKfe3 9 6mtr. 1 -:a(t:^cb*,'H 3 &in£r 

m.mMmmi^ i> 2 7 e m ^ n , n - i^->f ^ .■I'j^ 
cci^ a^'y ^ p p > >iaai u . ^*a&^:^ k u Ar-is 

ilt. ?£iii|i!^j!S98t/. iSET?*JS{g. vy:^y^^i?D 
vh^?'^^^ - <i?P a?fv>i.A : h >= 1 0 : 
0: l> TtSl^b. N-:^ob\'U-l- (2-'/V7P 
bOl^f *>^*^l.) - 2- (4->* ^^i'-3- <2"'7 
30 :i;^>^xh^S:0 ^x^^^^P] x^Jb7 5>aK*S2 6 5 

[0063] NMR (CDC!.,> 6^ (ppm) : 0.93 

(3H,t J=7,4Mz),1.15<3H,dJ=5,7H3>4,Z0(3H,dJ=6,7H 
z) , 1.80(ZH ,sextei , 3=7,4M2) ,2 . 77-3 .00(6H,tii) , 3 , 17(? 
H, t , J»7 . 4Hz) , 3 , 24(1H ,(Jd J=13 ,9 , 5 , 4Hz) , 3 , ?l-3 , 38(1 
H,m),3,35(3M,s),4,n(2M,tJ=7,4Mz),6,81-6,.^2<3H, 
W) ,7,21-7. 3$<5H,W)M S m/ e ; 402'>r +1) ,160(100 

[0064] 1- (2-'rV7Db*^^^:t>^*^U) -2 

*fepii4 tmmc \^xm<o{t^^^mco 

{ 0 0 6 5 ] N -7 P e^l'- 1 -X h tV->f ^^^l-- 2 - 
[4->* ^+^'-3- {Z-r7 's.:^>Vx.V^U) 7:*:^ 

NMR (CDCl.) t <ppm) ; 0.97<3h,xj=7,4M 
z),l.l5(3H,Tj=7,0Hz:sl,S9-2.02-:2H,m),2,92-3.07(3 
H,Hl)J,14(2H,^,3=7.4rtz),3.33-3.47(4N,m) J.54-3,73 
(2H,m:s3,S3(3M,s),4,iJ5(2H,iJ«7,2H2:s6.75-6.S0(3H, 
50 III), 7,20-7, 35(5H,Jii>, 9.13(lH,br5:s9, 75(lH,br5) 



http://ww4.ipdl.inpit.gojp/tjcontenttmsipdl?N0000=21&N0400=^^ 2/7/2008 



Page 1 of 1 



(10) 



17 



MS in/e ; 37?(fcr +1) ,i30(i00K>o ^ 
[0 06 6] N-^'abVl'- 1 - {Z"<vyut}lyi. 

NMR (CDCl.) $ (ppft>) : 0,89(3H,t,3=7,3H 
z),1.26(3H,d,3=6.9Hz),l,30C3H,cl,J=6,9Hz),l,45(2H,s 
extet , )=7, 3HZ) , 1. ?3<1H, brs) , 2 , 51-2 , 94(6H .m) , 3 ,16(2 
H, t , 3=7, 6Mz) , 3 , 1^3 , ?6( l*i , 3 , 36-3 ,49(lM,m) , 3,35 
(3H,s),4,20(2H,tJ=7.6Hz), 6, 71-6,85(3H,|il), 7,20-7.3 
8(5H,«n) 10 
MS m/ e ; Aim +i) ,i92CiOQK)o 
[ 0 0 6 7] im^ 1 ( \^^v'S-'4&^^^] 

^ -(D^^^iat v»] mm i» u t: [ ' H ] 

( + ) -^>^ Vi^O^j^CV European loumalof Pham 
acoloQ/, i(2 5 1 ^ 1 2 1 p ( 1 9 9 4'^) tclfi 

i^^mcSi^p^q. 2nM[^H) i-^) ^y^vi^yv^. 

UWmM^. 5 0 mM ^ l> ;^&KSSi!8jg ( P H 7 , 4 ) 

2 5 ^Cf 1 2 0 ^rSISlt^lifc, Sl£*1^7fl^. :h'v 20 
X'? < •L'^^- (GF/B> icmV^Mb. is.^<DtSLmi 



<f^¥9 - 1 697 09 
18 

^bo%mitmmM<o'^& < i Csc) *«>. 

1 0 0 6 81 





<7, i Csc <nM> 


A 


4. 1 3 


B 


4. 1 3 




1 1. 3 



[00691 A -. U-:fu\i*}l- 1 - 
-2- [4->h^i^-3- (2-:?*^.'l'Xhtt>'> 



C0 7 D 333./16 C07D 333/16 
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